counted'3 I 1921 (nbM and LC) or the mean number of nucleolated nerve cells per mm3 of tissue was estimated4 (TCX and hippocampus), as we have described elsewhere.4 13 1s 19 21 The mean values of nerve cell number for these 32 patients together with age-matched control values taken from a series of 67 mentally able patients of age range 10-97 years4 are given for each area of brain in other reports34 and are, therefore, not reproduced here. For each patient percentage loss of nerve cells from each area was calculated by comparing actual patient values of cell counts with those expected for age alone (values derived from control data taken from 67 mentally able patients of age range 10-97 years4 and published by us elsewhere.4 15 19 21) In this way the variable cell loss present in Alzheimer's disease due simply to growing old could be compensated for, and the extent of cell loss from each area of brain made more easily comparable.
Results
Although within each area of cortex and subcortex the extent of cell loss (for age) tended to decrease with increasing age (see also Mann et at4 15 21), changes across both cortical and subcortical areas were broadly similar, either when taken overall for all 32 patients, or when considered at the different age categories (table). Overall, there was some tendency (p < 0 05) for cell loss in LC and TCX layer V to be greater than that in nbM and hippocampus, and this was largely a reflection of such a trend in the younger rather than the older patients (table). This broadly similar pattern of cell loss within cortex and subcoutex was also seen in Spearman correlation statistics in which the extent of cell loss in one region was correlated with that in the others, for all 32 patients (LC with nbM, TCX III, TCX V and hippocampus; r = 310
A comparison of nerve cell loss in cortical and subcortical structures in Alzheimer's disease 0520 p < 0001; r = 0586 p < 0001; r = 0-556 p < 0 001; r = 0 548 p < 0-001 respectively: nbM with TCX III, TCX V and hippocampus; r = 0-556 p < 0001; r = 0447 p < 0-01; r = 0-306 p < 005 respectively: TCX III with TCX V and hippocampus; r = 0-790 p < 0 001; r = 0-548 p < 0-001 respectively: TCX V with hippocampus r = 0-555 p < 0-001).
Discussion
The concept22 that a failure of subcortical systems using specific neurotransmitters underlies the cortical changes of Alzheimer's disease is attractive because of its obvious therapeutic implications. However, the findings shown here that cortical nerve 
